Clinical significance of low serum cryptococcal antigen titers by lateral flow assay in immunocompromised patients: a retrospective case control study.
Objectives: Cryptococcus species are associated with invasive fungal infections in immunosuppressed individuals. The clinical significance of low titer cryptococcal antigen (CrAg) by lateral flow assay is frequently uncertain. We investigated the correlation of low CrAg titers with disease in an immunocompromised patient population.Methods: Patients with first-time positive CrAg results with low serum titers (≤1:10) at two medical centers (Los Angeles, CA) from April 2014-July 2018 were included. Age-matched controls with high (≥1:20) and negative titers were selected. We extracted medical records for pertinent clinical, radiologic, and laboratory data for cryptococcal disease.Results: From 2,196 serum samples submitted for CrAg testing, 96 cases were included (32 each in low titer, high titer, and negative titer groups). One or more immunocompromising condition was identified in 95% of patients, including HIV infection (45%), solid organ transplant (26%), and cirrhosis (22%). Pulmonary cryptococcosis was diagnosed in 9 (28%) low titer and 8 (25%) high titer patients (p=1.00). Disseminated cryptococcosis occurred in 7 (22%) low titer and 15 (47%) high titers cases (p=0.064). Titers ≤1:10 more frequently represented isolated antigenemia in HIV-positive than non-HIV, immunocompromised patients (p<0.001). Follow-up testing in patients with ≤1:5 titers (n=21) showed persistently low titers in 6 of 12 instances and increased titers in 2 cases. Twenty-seven patients with low CrAg titers were treated with antifungal therapy and 22 (81%) responded well clinically.Conclusions: Low serum CrAg titers (≤1:10) correlated with cryptococcal disease in a substantial proportion of non-HIV immunocompromised patients and should prompt careful clinical workup for cryptococcal infection.